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Commentary

Genetic Predisposition May Be A Complete Defense In Certain Cases
Alleging Asbestos Exposure Caused Mesothelioma

By
Connor Sears

[Editor’s Note: Connor Sears is a Partner at Shook,
Hardy & Bacon who practices product liability litiga-
tion defense. Any commentary or opinions do not reflect
the opinions of Shook, Hardy ¢ Bacon or LexisNexis®,
Mealey Publications™. Copyright © 2026 by Connor
Sears. Responses are welcome.]

There are numerous cases pending in various courts
in the United States in which the claim is that ex-
posure to asbestos through some product caused the
plaintiff’s or decedent’s mesothelioma. Plaintiffs’
attorneys and plaintiffs’ experts have historically ar-
gued that the sole cause of mesothelioma is asbestos
exposure and that mesothelioma cannot develop in
the absence of asbestos exposure. In direct contrast
to those assertions, numerous recent medical studies
have been published in peer-reviewed literature that
demonstrate mesothelioma can occur in the absence
of asbestos exposure and that genetic predisposition
alone is causative of mesothelioma. In fact, there have
been reports in the literature that approximately 20%
of mesothelioma cases may be related to genetic pre-
disposition." As such, when defending mesothelioma
cases, defense attorneys should consider if genetics
may be a viable causation defense.

Generally speaking, cancer is the accumulation of ge-
netic damage to genes in the cells of our body. Genes
are sections of DNA that control the way our cells
work. Changes to those genes can cause the cells to
malfunction, which can lead to cancer.

As far as how that genetic damage can occur, genetic
damage can be inherited. Genetic damage can de-
velop spontaneously. And genetic damage can occur

from exposures to environmental factors. Because an
individual can both be born with genetic damage that
can result in cancer as well as have genetic damage
occur during their lifetime that can result in cancer,
it is important for attorneys to understand the differ-
ence between germline and somatic mutations when
assessing a genetics defense.

Germline and somatic mutations differ primarily in
where and when they occur in the body. Germline
mutations are changes in DNA that individuals are
born with. These mutations are often inherited and
can play a role in genetic disorders and familial can-
cers. In contrast, somatic mutations occur in cells
during an individual’s lifetime, often due to envi-
ronmental factors, replication errors, or exposure to
mutagens. Somatic mutations are not inherited but
can lead to cancer.

Often times, the individual diagnosed with meso-
thelioma may have medical records that discuss the
results of somatic testing. The somatic testing is often
done using tumor tissue. But when considering if a
genetics defense is viable, it is important to analyze
if the individual has germline mutations that may
have caused the cancer. To assess if a genetics defense
is available based on germline mutations, attorneys
should consider seeking a court order requiring the
individual with mesothelioma to provide a blood or
saliva sample for whole genome sequencing.

Whole genome sequencing is a method used to deter-
mine the complete DNA sequence of an organism’s
genome. Unlike targeted sequencing, which focuses
on specific genes or regions, whole genome sequenc-
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ing captures all genetic information, including germ-
line mutations. This technique involves breaking
the DNA into small fragments, sequencing them,
and then using computational tools to assemble the
sequences into a full genome map. Whole genome
sequencing can be used to determine if an individual
has specific genetic mutations that may be causative
of a cancer.

Some courts may not allow access to the full results
of whole genome sequencing and, instead, will limit
the reported results to certain mutations in certain
genes. But when assessing a genetic defense, as much
genetic information as possible should be obtained.
So attorneys should seek the full results of the whole
genome sequencing. The full results may provide
useful information to assess a genetics defense because
there continues to be new literature that identifies
newly discovered driver mutations for mesothelioma.

As far as the medical literature, there are numerous
articles that state genetics can predispose an individual
to mesothelioma.? The distinction between predispo-
sition and susceptibility to mesothelioma is important
when considering a genetics defense. Predisposition
refers to an inherited tendency or genetic makeup that
increases the likelihood of developing a disease. Sus-
ceptibility means being vulnerable or more likely to be
affected by a disease due to environmental or lifestyle
factors. Plaintiffs’ attorneys and experts will argue
that genetics alone is not causative of mesothelioma;
instead, genetics merely make an individual more sus-
ceptible to developing mesothelioma at lower levels of
asbestos exposure and at shorter latency periods.

Yet, in direct opposition to plaintiffs’ argument, there
are numerous articles that state genetically-driven
mesotheliomas can develop in the absence of asbestos
exposure. In fact, one article from 2025 states:

This genetic predisposition is a risk fac-
tor for mesothelioma that is independent
of exposure to asbestos . . . . In other
words, this predisposition is an inde-
pendent risk factor for mesothelioma
and does not increase susceptibility to
asbestos-related mesotheliomas.’

Similarly, another article from 2022 states: “Germline
mutation carriers can develop pleural or peritoneal

mesotheliomas often with no or minimal asbestos ex-
posure.”® As such, the literature stands for the propo-
sition that genetic mutations predispose individuals
to developing mesothelioma. In fact one article con-
cludes: “One of the great challenging facing the scien-
tific community in the future will be the distinction
between cases caused by genetic susceptibility alone
and those for which the individual is unusually sus-
ceptible to relatively low levels of asbestos exposure.”

As far as genetic mutations that predispose individu-
als to mesothelioma, the most common mutation
discussed in the literature is BAP1.° Research shows
that individuals with BAP1 mutations can develop
mesothelioma without asbestos exposure. In a 2025
article, the authors wrote:

The discovery of BAP1 germline muta-
tions has reshaped our understanding of
mesothelioma, traditionally considered
almost exclusively as an environmen-
tally driven disease linked to asbestos
exposure. Up to now, 20% to 30% of
patients with malignant mesothelioma
have no context of asbestos exposure.
The recognition of a BAP1 tumor pre-
disposition syndrome underscores that
mesothelioma can, in some families,
arise from inherited genetic susceptibil-
ity rather than occupational or environ-
mental exposure alone.”

While BAP1 mutations have been the primary focus
of genetically-driven mesotheliomas in the literature,
the medical literature states that other genes may also
play a role in causing mesothelioma.® Further, multi-
ple genetic mutations in multiple genes may work to-
gether to cause mesothelioma. This is why having the
results of whole genome sequencing is helpful when
determining if a case has a viable genetics defense.

Further, when assessing if a case may have a genetics
defense, there are certain clinical factors that make a
genetically-driven mesothelioma more likely. First,
there is literature that states that individuals who
develop mesothelioma at a younger age are less likely
to have asbestos exposure and more likely to have a
genetic predisposition.” In general, the latency period
between exposure to asbestos and development of
mesothelioma is 30-50 years."” So when an individual
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develops mesothelioma at an age young enough to
not include a sufficient latency period, the meso-
thelioma is more likely driven by genetics instead of
asbestos exposure.

Second, mesotheliomas that are driven by germline
mutations are less aggressive than mesotheliomas
caused by asbestos exposure.'!
dividuals with genetically-driven mesothelioma live
for years longer than individuals who have mesothe-
liomas caused by asbestos exposure.”” In addition,
genetically-driven mesotheliomas respond better to
therapy."

Because of that, in-

Third, asbestos-driven mesotheliomas typically pres-
ent at a single site. In contrast, genetically-driven
mesotheliomas may present at multiple sites, such as
multiple body cavities.*

Fourth, there are certain markers that may indicate
an individual was exposed to asbestos. Specifically,
asbestosis, pleural plaques, and asbestos bodies can
indicate that an individual was exposed to asbestos."
Even so, some of those markers, such as pleural
plaques, can be seen even in the absence of asbestos
exposures.'® Regardless, in cases in which all of those
markers are absent, those individuals may not have
been exposed to asbestos, and genetics alone may be
the cause of their mesothelioma.

In summary, the evolving scientific literature sup-
ports the position that genetic predisposition—par-
ticularly germline mutations such as BAP1—can be
a complete and independent cause of mesothelioma.
Defense counsel should consider genetic testing and
expert analysis as part of a comprehensive causation
defense.
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